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as WO95/00655 (hereby incorporated by reference). Those plasmids contain most of the viral 
genome and are capable of producing infectious virus but for the deletion of the packaging signal 
located at the left end of the wild-type viral genome. The second component of that system 
comprises a series of "shuttle" plasmids that contain the left approximately 340 nt of the Ad genome 
including the packaging signal, optionally a polycloning site, or optionally an expression cassette, 
followed by viral sequences from near the right end of El to approximately 15 mu or optionally to 
apoint fiirtherrightward in the genome. The viral sequences rightward of El overlap with sequences 
in the pBHG plasmids and, via homologous recombination in cotransfected host cells, produce 
infectious virus. The resulting viruses contain the packaging signal derived from the shuttle plasmid, 
as well as any sequences, such as a foreign DNA inserted into the polycloning site or expression 
cassette located in the shuttle plasmid between the packaging signal and the overiap sequences. 
Because neither plasmid alone has the capability to produce replicating virus, infectious viral vector 
progeny can only arise as a result of recombination within the cotransfected host cell. Site-specific 
methods for achieving recombination may also be employed when practising the present invention.- 
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13. A method of making a series of genetically identical adenoviral vectors wherein each member 
2 of said series has a different serotype, for delivering and expressing a desirable gene in a recipient 
of said series of genetically identical adenoviral vectors which comprises: 

4 (a) making a series of helper adenoviruses of differing serotypes, each serotype of said series of 

5 adenoviruses expressing a different set of capsid proteins; 

6 (b) making a helper dependent adenovirus vector, hdAd, having a genome encoding said gene, an 

7 adenoviral packaging signal, the adenoviral left ITR and the adenoviral right ITR and as much 

8 additional nucleic acid sequences as are necessary to ensure expression of said gene and packaging 

9 of said hdAd genome, but encoding little or no adenoviral gene products; 

1 0 (c) generating a first stock of said hdAd in vitro by co-introducing into a cell said hdAd genome and 
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